
Supplemental Figure Legends 

 

Supplemental Figure 1. Treatment with BEZ235 dose dependently inhibits PI3K/AKT and 
mTOR signaling in MPN cells. A-F. Band densitometry of p-AKT, p-PRAS40, p-4EBP1, p-
FOXO3A, BIM and p27 expression in HEL and UKE1 cells treated with the indicated 
concentrations of BEZ235 for 24 hours. Columns represent the mean of two experiments; Bars 
represent the S.D. 

 

Supplemental Figure 2. Co-treatment with BEZ235 and JAK2 inhibitors synergistically 
induce apoptosis of cultured MPN cells. A-D. HEL and UKE cells were treated with BEZ235 
and TG101209 or SAR302503 for 48 hours. Isobologram analyses were performed utilizing 
Calcusyn. CI values were calculated assuming mutual exclusivity of the two agents. CI values 
less than 1.0 indicate the synergistic interaction of the two agents. 

 

Supplemental Figure 3.  Co-treatment with JAK2 inhibitor SAR302503 enhances BEZ235-
mediated inhibition of PI3K/AKT and mTOR signaling and induces greater expression of 
BIM and p27 in MPN cells. A-B. HEL and UKE1 cells were treated with the indicated 
concentrations of BEZ235 and/or SAR302503 for 24 hours. At the end of treatment, cell lysates 
were harvested and immunoblot analyses were performed for the expression levels of p-AKT, 
AKT, p-ERK1/2, ERK1/2, p-4EBP1, 4EBP1, p-p70S6K, p70S6K, BIM, p27 and β-actin in the 
cell lysates.  

 

Supplemental Figure 4. Co-treatment with BEZ235 and TG101209 exerts greater anti-
MPN activity than treatment with either agent alone against primary MF-MPN cells. 
Primary CD34+ MF-MPN cells were treated with BEZ235 and/or TG101209, as indicated, for 
48 hours.  Then, cells were washed with 1X PBS and stained with propidium iodide. The 
percentages of non-viable cells were determined by flow cytometry. 

 

Supplemental Figure 5. Treatment with the dual PI3K/mTOR inhibitor BEZ235 induces 
cell cycle and growth arrest of HEL/TGR cells. HEL/TGR cells were treated with the 
indicated concentrations of BEZ235 for 24 hours. At the end of treatment, cells were fixed in 
70% ethanol and stained with propidium iodide.  Cell cycle status was determined by flow 
cytometry. Columns represent the mean of three independent experiments; Bars represent the 
standard error of the mean. 


